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DETAILED ACTION 

Continued Examination Under 37 CFR 1. 1 14 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 28 Feb 
2011 has been entered. 

This application is the 371 national stage entry of PCT/EP03/00505, filed 20 
January 2003, claiming benefit of foreign priority document Germany 102 03 999.2, filed 
1 February 2002. An English language translation of this foreign priority document is 
not of record. 

Claims 56-75 are pending in the instant application and examined on the merits 

herein. 

Rejections Withdrawn 

Applicant's Remarks, filed 28 Feb 201 1 , with respect to claims 56-75 are rejected 
under 35 U.S.C. 103(a) as being unpatentable over Roth et al. (WIPO publication 
WO/90/00596, provided by Applicant on IDS filed 2 August 2004) in view of Hildreth (US 
Patent Application Publication 2002/01 28227, published 1 2 Sep 2002, filed 8 Mar 2001 , 
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of record) and further in view of Shin et al. (Microbes and Infection, 2001 , 3, p755-761 , 
of record), Norkin (Advanced Drug Delivery Reviews, 2001, 49, p301-315, of record) 
and Duncan et al. (Cellular Microbiology, 2002, 4(12), p783-791 , of record) has been 
fully considered and is persuasive, as Applicant's remarks regarding Roth et al. relied 
upon as the primary reference being drawn to the treatment of viral infections. 

This rejection has been withdrawn. However, new grounds of rejection are 
detailed below. Applicant's remarks are further addressed as below. 

Duplicate Claims 

Applicant is advised that should claim 66 be found allowable, claim 71 will be 
objected to under 37 CFR 1 .75 as being a substantial duplicate thereof. When two 
claims in an application are duplicates or else are so close in content that they both 
cover the same thing, despite a slight difference in wording, it is proper after allowing 
one claim to object to the other as being a substantial duplicate of the allowed claim. 
See MPEP § 706.03(k). Both claims 66 and claim 71 depend from claim 60 and appear 
to recite duplicate limitations. 

The following are new grounds of rejection. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
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invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 1 03(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 1 03(c) and potential 35 U.S.C. 1 02(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 56-75 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Fivaz et al. (Protoplasma, 2000, 212, p8-14, cited in PTO-892) in view of Hildreth (US 
Patent Application Publication 2002/01 28227, published 1 2 Sep 2002, filed 8 Mar 2001 , 
of record) and further in view of Simons et al. (Nature Reviews: Molecular Cell Biology, 

2000, 1, p31-41, cited in PTO-892), Roth etal. (WIPO publication WO90/00596, 
provided by Applicant on IDS filed 2 August 2004), Shin et al. (Microbes and Infection, 

2001, 3, p755-761, of record), Norkin (Advanced Drug Delivery Reviews, 2001, 49, 
p301-315, of record) and Duncan etal. (Cellular Microbiology, 2002, 4(12), p783-791, of 
record). 

Fivaz et al. teaches pathogens and toxins are known to preferentially interact 
with cholesterol-rich microdomains, or lipid rafts (page 8, abstract and section 
Introduction spanning left and right column). Fivaz et al. teaches this route is the initial 
interaction of certain bacterial pathogens with host cells such as E. coli and Listeria 
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monocytogenes (page 9, left column, section Bacteria and viruses). Fivaz et al. teaches 
the invasive pathogen Salmonella typhimurium interacts with raftlike microdomains 
(page 10, right column, paragraph 2). Fivaz et al. teaches entry into cells via raft- 
caveolae-like domains may provide the pathogen a means to avoid the degradative 
pathway (page 13, left column, paragraph 1). 

Fivaz et al. does not specifically teach the method for reducing the invasion and 
infection of mammalian cells by pathogenic intracellular bacteria selected from the 
group consisting of E. coll, Listeria and Salmonella comprising administering onre or 
more cycloglycans (instant claim 56). Fivaz et al. does not specifically teach the method 
wherein the inert carrier that said cycloglycan may be bound to is a peptide, protein, 
lipid, lipoid, polymer or biopolymer (instant claims 61 , 66 and 71 ). Fivaz et al. does not 
specifically teach the method wherein the composition is administered with a probe to 
the stomach of a human subject (instant claims 62 and 67). Fivaz et al. does not 
specifically teach the method wherein the composition is a pharmaceutical composition 
(instant claims 63 and 68). Fivaz et al. does not specifically teach the method wherein 
the composition is administered once daily in an amount of at least 1 mg cycloglycan 
per kg body weight to a human subject (instant claims 64 and 69). Fivaz et al. does not 
specifically teach the method wherein the mammalian cells are in the Gl tract, blood 
system, respiratory passages, urogenital tract or nasopharynx of a human subject 
(instant claims 65 and 70). Fivaz et al. does not specifically teach the method wherein 
the subject is a pregnant woman, sick person, debilitated person, or elderly person 
(instant claim 75). 
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Hildreth teaches a method of reducing risk of transmission of sexually transmitted 
pathogens comprising a topical administration contacting the pathogen or cells with a p- 
cyclodextrin, where the pathogens are viral or bacterial (page 1 , paragraph 11). Hildreth 
teaches the use of p-CD and hydroxyproyl-p-CD (page 2, paragraphs 17 and 18), or p- 
CD with propoxy groups. Hildreth teaches the p-CD operates by affecting lipid rafts to 
reduce cellular invasion by said pathogens (page 3, paragraphs 24 and 25). Hildreth 
teaches the broader field of the invention is agents and methods for preventing a viral or 
microbial infection (page 1, paragraph 4). Hildreth teaches teach the subject is a 
mammal and preferably a human (page 9, paragraph 59 at top left). Hildreth teaches it 
is within the level ordinary skill in the art to formulate a composition administered to a 
human into a pharmaceutical^ composition and teaches pharmaceutical^ acceptable 
excipients and carriers include polymers such as the proteins gelatin or keratin, or 
starch, which are polymers and biopolymers, and triglycerides, a lipid (page 9, 
paragraphs 63- 64). Hildreth teaches the p-CD administered at about 0.1 to 2 grams 
(page 1 0, paragraph 67), or about 1 .67 to 33 mg/kg assuming the average 60 kg 
human. 

Simons et al. teaches the ordinary level of skill in the art with regard to lipid rafts. 
Simons et al. teaches common tools to disrupt lipid rafts are well-known to one of 
ordinary skill in the art and include methyl-p-CD to deplete cholesterol from the lipid 
rafts (page 33, Box 4 at bottom of right column). 

Roth et al. teaches using a carbohydrate to block cell to cell transmission of a 
virus, HIV (page 9, lines 15-19). Roth et al. teaches the use of a-, p-, and y-CD, possibly 
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derivatized at the C-2, 3, and 6 OH groups of the constituent sugars of the CD (page 10, 
lines 7-10 and 17-19). Cyclodextrin is a cycloglycan composed of 6 (a-CD), 7 (p-CD), or 
8 (y-CD) glucose units linked by a(1-4) glycosidic bonds (definition of cyclodextrin, The 
Merck Index, of record). Roth et al. teaches administering an amount to result in 
interference with binding of the virus with the cells (page 1 4, lines 1 0-30). Roth et al. 
teaches the embodiments of p-CD, p-CD with 4 sulfate groups, p-CD with 4 propoxy 
groups, and p-CD with 14 sulfate groups (page 24, lines 24-29). Roth et al. teaches the 
administration of the carbohydrate to cells within the body of a mammal including 
humans by several routes of administration, for example the oral or transdermal route 
(page 15, lines 15-21). 

Shin et al. teaches the ordinary level of skill in the art with regard to pathogens 
that enter host cells via lipid rafts. Shin et al. teaches pathogens such as bacteria, 
bacterial toxins, viruses and parasites are known to be capable of entry into host cells 
via caveolae or lipid rafts (page 755, abstract and left column). Shin et al. teaches the 
pathogens, varying widely in size and other traits, share the capacity to utilize the same 
caveolar machinery and endocytic pathway (paragraph spanning page 755 and 756). 
Shin et al. teaches microbes known to utilize caveolae or lipid rafts for entry into host 
cells include the virus HIV and the bacteria E. coli (page 756, table 1 at top of page). 
Shin et al. teaches E. coli '\s an opportunist pathogen causing extraintestinal infections 
in elderly and immuno-compromised patients (page 757, left column, paragraph 2). Shin 
et al. teaches methyl p-CD is shown to block uptake of E. coli and disrupt caveolae 
(page 757, right column, paragraph 3). 



Application/Control Number: 10/502,059 Page 8 

Art Unit: 1623 

Norkin teaches the ordinary level of skill in the art with regard to pathogens that 
enter host cells via lipid rafts. Norkin teaches a variety of pathogens, including viruses, 
intracellular bacteria, and prions, as well as certain bacterial toxins, are known to enter 
cells via caveolae (page 301 , abstract). Norkin teaches said pathogens include HIV 
(page 307, left column section 2.6), and bacteria such as Listeria monocytogenes, 
Salmonella (page 308, left column, paragraph 1) and E. coli (page 308, right column, 
section 3.2). Norkin teaches E. coli ls responsible for mild to severe opportunistic 
infections of the digestive and urinary tracts (page 308, right column, paragraph 3) and 
teaches the methyl p-CD is shown to block uptake of E. coli and disrupt caveolae (page 
309, left column, paragraph 2) as taught by Shin et al. 

Duncan teaches the ordinary level of skill in the art with regard to pathogens that 
enter host cells via lipid rafts. Duncan teaches pathogens are known to enter cells via 
caveolae and lipid rafts (page 783, Summary at left column). Duncan teaches a wide 
range of microbes use the same endocytic pathway to gain entry to host cells 
(paragraph spanning page 783, right column and page 784, left column). Duncan 
teaches bacteria such as Listeria monocytogenes, Salmonella typhimurium (page 787, 
right column, paragraph 1-2) and E. coli whose entry is inhibited by methyl p-CD (page 
787, right column, paragraph 3). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to combine Fivaz et al. in view of Hildreth and further in view of Simons et al., 
Roth et al., Shin et al., Norkin, and Duncan. It would have been obvious to one of 
ordinary skill in the art to combine prior art elements according to known methods to 
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yield predictable results. Each element merely performs the same function as it does 
separately, as the Hildreth teaches the activity of p-CD to disrupt lipid rafts and Fivaz et 
al., Shin et al., Norkin, and Duncan teach intracellular bacterial pathogens are known to 
enter cells by lipid rafts. One of ordinary skill in the art would have had a reasonable 
expectation of success to combine Fivaz et al. in view of Hildreth and further in view of 
Simons et al., Roth et al., Shin et al., Norkin, and Duncan because one of ordinary skill 
in the art would have recognized that the results of the combination were predictable 
because Simons et al. teaches methyl-p-CD is a well known tool to disrupt lipid rafts 
and Fivaz et al., Shin et al., Norkin, and Duncan teach lipid rafts are well known to be a 
route of entry in common for viral and bacterial pathogens. 
Response to Applicant's Remarks: 

Applicant's Remarks, filed 28 Feb 201 1 , have been fully considered and not 
found to be persuasive. 

Applicant's remarks that Hildreth shows effectiveness of p-CD against Chlamydia 
infections. While Chlamydia is not encompassed within the scope of the instant 
invention as claimed, it is well known that Chlamydia is an obligate intracellular parasite, 
or an intracellular bacterium, see Stephens (Chlamydia: Intracellular Biology, 
Pathogenesis, and Immunity, 1999, page 1, cited in PTO-892). Hildreth teaches the 
activity of p-CD to disrupt lipid rafts, and as taught by Shin et al., Norkin, and Duncan it 
is understood that lipid rafts are a well known route by which intracellular pathogens 
enter host cells. Applicant notes that the other reference examples relate to viral rather 
than bacterial diseases. However, as taught by Shin et al., Norkin, and Duncan it is 
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understood by one of ordinary skill in the art that the use of lipid rafts is common to both 
viral and bacterial pathogens. Therefore one of ordinary skill in the art would interpret 
the teaching of Hildreth as applicable to both viral and bacterial pathogens. 

Applicant notes that the instant method is for reducing the invasion and infection 
of mammalian cells. Applicant remarks that Roth suggests treating or fighting an 
existing infection. However, Roth et al. teaches the cyclodextrin operates early in the 
viral attack on the cell and exert their effects at the cell membrane during the initial 
phases of attack on the cell (page 28, lines 20-25 and page 29, lines 15-20). as taught 
by Shin et al., Norkin, and Duncan it is understood that the use of lipid rafts by a 
pathogen is for the entry, or invasion and infection, of a host cell. Therefore one of one 
of ordinary skill in the art would interpret the teaching of Roth et al. as applicable 
reducing the invasion and infection of mammalian cells in view of the level of ordinary 
skill in the art taught by Shin et al., Norkin, and Duncan. 

Applicant notes that Hildreth teaches topical application. However, Roth et al. 
suggests administration of the carbohydrate to cells within the body of a mammal 
including humans by several routes of administration, for example the oral or 
transdermal route. Applicant notes Roth et al. is drawn to treatment of viral infection, as 
recited above Shin et al., Norkin, and Duncan teaches it is understood by one of 
ordinary skill in the art that the use of lipid rafts is common to both viral and bacterial 
pathogens. Therefore one of ordinary skill in the art would have a reasonable 
expectation of success to combine the teaching of Roth et al. for administration of the 
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carbohydrate to cells within the body of a mammal including humans by the oral route of 
administration to disrupt lipid rafts of bacterial pathogens. 



Conclusion 

No claim is found to be allowable. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jonathan Lau whose telephone number is (571)270- 
3531 . The examiner can normally be reached on Monday - Thursday, 9 am - 4 pm 
EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shaojia Anna Jiang can be reached on 571-272-0627. The fax phone 
number for the organization where this application or proceeding is assigned is 571 - 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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